" 12/09/2002 13:54 FAX 2125880800 



FROMMER LAWRENCE & HAUG 



[g]003 



674542-2004 
PATENT 
USSN 08/955,373 

AMENDMENT 

It is respectfully requested that the application be amended without prejudice, without 
admission, without surrender of subject matter, and without any intention of creating any 
estoppel as to equivalents, as follows. 
IN THE CLAIMS 

Please amend the claims, as follows, without prejudice, without admission, without 
surrender of subject matter, and without any intention of creating any estoppel as to equivalents: 

56. (Amended) A method for breaking B-cell autotolerance in an animal to a self- 
protein of that animal, and inducing antibody production in the animal against the self-protein of 
that animal, comprising administering to the animal, an immunologically effective amount of at 
least one modified self-protein, wherein: 

the self-protein is normally autotolerated by the animal and there is normally B-cell 
autotolerance by the animal to the self-protein; and, 

the modified self-protein is modified, in comparison to the self-protein, by containing a 
substitution of a peptide fragment of the self-protein with a peptide containing at least one 
irrmiunodominant T-cell epitope which is foreign to the animal, wherein the peptide firagment 
corresponds to the peptide containing at least one immunodominant T-cell epitope in amino acid 
length; 

whereby, the modified self-protein elicits antibodies that are against the self-protein, and 
B-cell autotolerance to the self-protein is broken. 

57. (Amended) A method for breaking B-cell autotolerance in an animal to a self- 
protein of that animal, and inducing antibody production in the animal against the self-protein of 
that animal, comprising administering to the animal, an immunologically effective amount of at 
least one modified self-protein, wherein: 

the self-protein is normally autotolerated by the animal and there is normally B-cell 
autotolerance by the animal to the self-protein; and, ^ 

the modified self-protein is modified, in comparison to the self-protein, by containing a 
substitution of a peptide fi:agment of the self-protein with a peptide containing at least one 
immunodominant T-cell epitope which is foreign to the animal, wherein the substitution is of an 
alpha-helix; 
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Whereby the modified self-protein elicits antibodies that are against the self-protein, and 
B-cell autotolerance to the self-protein is broken. 

58- (Amended) The method for breaking B-cell autotolerance in an animal to a 
self-protein of that animal, and inducing antibody production in the animal against the self- 
protein of that animal, according to claim 57 wherein the alpha helix is an amphiphatic alpha 
hehx. 

59, (Amended) A method for breaking B-cell autotolerance in an animal to a self- 
protein of that animal, and inducing antibody production in the animal against the self-protein of 
that animal, comprising administering to the animal, an immunologicaUy effective amount of at 
least one modified self-protein, wherein: 

the self-protein is normally autotolerated by the animal and there is normally B-cell 
autotolerance by the animal to the self-protein; and, 

the modified self-protein is modified, in comparison to the self-protein, by containing a 
)^ substitution of a peptide fi-agment of the self-protein with a peptide containing at least one 

immunodominant T-cell epitope which is foreign to the animal, wherein the peptide fragment 
corresponds to the peptide containing at least one immunodominant T-cell epitope in amino acid 
length and comprises at least ten amino acids; 

whereby the modified self-protein eHcits antibodies that are against the self-protein, and 
B-cell autotolerance to the self-protein is broken. 

60. (Amended) A method for breaking B-cell autotolerance in an animal to a self- 
protein of that animal, and inducing antibody production in the animal against the self-protein of 
that animal, comprising administering to the animal, an immunologically effective amount of at 
least one modified self-protein, wherein: 

the self-proteui is normally autotolerated by the animal and there is normally B-cell 
autotolerance by the animal to the self-protein; and, 

the modified self-protein is modified, in comparison to the self-protein, by containing a 
substitution of a peptide fragment of the self-protein with a peptide containing at least one 
immunodominant T-cell epitope which is foreign to the animal, wherein the peptide fragment 
corresponds to the peptide containing at least one immunodominant T-cell epitope in amino acid 
length and comprises at least fifteen amino acids, 
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whereby the modified self-protein eUcits antibodies that are against the self-protein, and 
B-cell autotoierance to the self-protein is broken. 

6 1 . (Amended) A method for breaking B-cell autotoierance in an animal to a self- 
protein of that animal, and inducing antibody production in the animal against the self-protein of 
that animal, comprising administering to the animal, an immunologically effective amount of at 
least one modified self-protein, wherein: 

the self-protein is normally autotolerated by the animal and there is normally B-cell 
autotoierance by the animal to the self-protein; and, 

the modified self-protein is modified, in comparison to the self-protein, by containing a 
substitution of a peptide firagment of the self-protein with a peptide containing at least one 
immunodominant T-cell epitope which is foreign to the animal, . 

whereby the modified self-protein elicits antibodies that are against the self-protein; and, 
the modified self-protein ehcits an immune response in the animal which includes an MHC class 
II immune response as to the immunodominant T-cell epitope and an autoantibody response in 
other MHC-haplotypes, and B-cell autotoierance to the self-protein is broken. 

62. (Amended) A method for breakiag B-cell autotoierance in an animal to a self- 
protein of that animal, and induciug antibody production in the animal against the self-protein of 
that animal, comprising administering to the animal, an immunologically effective amount of at 
least one modified self-protein, wherein: 

the self-protein is normally autotolerated by the animal and there is normally B-cell 
autotoierance by the animal to the self-protein; and, 

the modified self-protein is modified, in comparison to the self-protein, by being 
detoxified by containing a substitution of a peptide fragment of the self-protein with a peptide 
containing at least one immunodominant T-cell epitope which is foreign to the animal, 

whereby the modified self-protein elicits antibodies that are against the self-protein, and 
B-cell autotoierance to the self-protein is broken. 

63. (Amended) The method for breaking B-cell autotoierance in an animal to a 
self-protein of that animal, and inducing antibody production in the animal against the self- 
protein of that animal, of claim 56 wherein the substitution preserves flanking regions 
comprising at least four amino acids on each side of the peptide fi'agment. 



00101401 



< 2125880800 > at 1279/02 2:09:13 PM [Eastern Standard Time] 



12/09/2002 13:56 FAX 2125880800 



FROMMER LAWRENCE & HAUG 



[g|006 



674542-2004 
PATENT 
USSN 08/955,373 

64. (Amended) The method for breaking B-cell autotolerance in an animal to a 
self-protein of that animal, and inducing antibody production in the animal agamst the self- 
proteiD of that animal, of claim 59 wherein the substitution preserves flanking regions 
comprising at least four amino acids on each side of the peptide fragment. 

65 . (Amended) The method for breaking B-cell autotolerance in an animal to a 
self-protein of that animal, and inducing antibody production in the animal against the self- 
protein of that animal, of claim 60 wherein the substitution preserves flanking regions 
comprising at least four amino acids on each side of the peptide fragment. 

66. (Amended) The method for breaking B-cell autotolerance in an animal to a 
self-protein of that animal, and inducing antibody production m the animal against the self- 
protein of that animal of claim 62 wherein the peptide fragment corresponds to the peptide 



containing at least one immunodominant T-cell epitope in amino acid length. 

^ ^^j^^^ 67. (Ami 
x^/y^ self-protein of that aniiml, and inducing antibody production in the animal against the self- 
/ protein of that animal ofVlaim 66 wherein the T-cell epitope comprises at least 10 amino acids. 

68. (Amended)\ A method for breaking B-cell autotolerance in an animal to a self- 
protein of that animal, and inducing antibody production in the animal against the self-protein of 
that animal, comprising; 

preparing different mo^fied self-proteros, wherein: 

each modified self-protein is modified, in comparison to the self-protein, by 
containing a substitution of a peptide fragment of the self-protein with a peptide containing at 
least one immunodominant T-cell toitope which is foreign to the animal, 
and 

the different modified Velf-proteins differ from each other with respect to the 
position of the at least one immunodoriiinant T-cell epitope; 

ascertaining which of the different modified self-proteins ehcits a desired specific 
neutralizing effect and thereby ascertaining a desired modified self protein; and 

administering to the animal, an immunologically effective amount of the desired 
modi^ed self-protein, wherein: 

the self-protein is normally autptolerated by the animal and there is normally B- 
cell autotolerance by the animal to the self-protein, and, 



00101401 



Received from < 2125880800 > at 12/9/02 2:09:13 PM [Eastern Standard Time] 



12/09/2002 13:56 FAX 2125880800 



FROMMER LAWRENCE & HAUG 

i I 



121007 




674542-2004 
PATENT 
USSN 08/955,373 

the desired mldified self-protein elicits antibodies that are against the self-protein, 
and B-cell autotolerance to th^ self-protein is broken. 

69. (Amended) A method for breaking B-cell autotolerance in an animal to a self- 
protein of that animal, and inducing antibody production in the animal against the self-protein of 
that animal, comprising; 

preparing different modified self-proteins, wherein: 

each modified self-protein is modified, in comparison to the self-protein, by 
containing a substitution of a peptide fragment of the self-protein with a peptide containing at 
least one immunodominant T-cell epitope which is foreign to the animal, 

and 

the different modified self-proteins differ from each other with respect to the 
position of the at least one immunodominant T-cell epitope; j 

ascertaining which of the different modified self-proteins elicits a desired specific 
neutralizing effect and thereby ascertaining a desired modified self protein; and 

administering to the animal, an immunologically effective amount of the desired 
modified self-protein, wherein: 

the self-protein is normally auto tolerated by the animal and there is normally B- 
cell autotolerance by the animal to the self-protein, and, 

the desired modified self-protein elicits antibodies that are against the self-protein, 
and B-cell autotolerance to the self-protein is broken, wherein: j 

the peptide containing at least one immunodominant T-cell epitbpe comprises at least 15 amino 
acids. I 

70. (Amended) A method for breaking B-cell autbtolerance in an animal to a seif- 
rotein of that animal, and inducing antibody production in the lanimal against the self-protein of 
that animal, earlier and inyhigher titres, in comparison to the self-protein conjugated to a carrier 
protein or peptide containing T-cell epitopes, comprising admiidstering to the animal, an 
immunologically effective amount of at least one modified selfh] 
a. the self-protein is normally autotolerated by the a 
cell autotolerance by the animal to the self-protein; and, 

the modified self-piK)tein is modified, in comparison to the self-protein, by 
containing a substitution of a peptidfe fragment of the self-protein with a peptide containing at 



protein, wherein: 

animal and there is normally B- 
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least oAe immunodominant T-cell epitope which is foreign to theianimal, wherein the peptide 
fragmen\orresponds to the peptide containing at least one immijnodominant T-cell epitope in 
amino acioylength; 

whereby, the modified self-protein eUcits antibodies that are against the self- 
protein, earUeii and in higher titres, in comparison to the self-protein conjugated to a carrier 
protein or pepti^^ containing T-cell epitopes, and B-cell autoto^ance to the self-protein is 
broken; or, 

b. the sfelf-protein is normally autotolerated by the animal and there is normally B- 
cell autotolerance by me animal to the self-protein; and, j 

the mocKfied self-protein is modified, in comparison to the self-protein, by 
containing a substitution\f a peptide firagment of the self-protein with a peptide containing at 
least one immunodominant V-cell epitope which is foreign to th^ animal, wherein the 
' substitution is of an amphiplmtic alpha helix; 

whereby the modified self-protein elicits antibodies that are against the self- 
protein, earlier and in higher titrk, in comparison to the self-prcjtein conjugated to a carrier 
protein or peptide containing T-cdl epitopes, and B-cell autotolferance to the self-protein is 
broken; or, 

c. the self-protein is normally autotolerated by the Animal and there is normally B- 

i 

cell autotolerance by the animal to the self-protein; and, | 

the modified self-proteinls modified, in comparison to the self-protein, by 
containing a substitution of a peptide fia^ent of the self-protein with a peptide containing at 
least one immunodominant T-cell epitope ^ch is foreign to tile animal, wherein the peptide 
firagment corresponds to the peptide containiiig at least one imiiunodoiniriant T-cell epitope in 
amino acid length and comprises at least ten amino acids; 

whereby the modified self-protem elicits antibocies that are against the self- 
protein, earlier and in higher titres, in comparison to the self-protein conjugated to a carrier 
protein or peptide containing T-cell epitopes, and B-cell autoto erance to the self-protem is 
broken; or, 

d. the self-protein is nomially autotoleraljed by the animal and there is normally B- 



cell autotolerance by the animal to the self-protein; and. 
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the modified self-protein is modified, in comparison to the self-protein, by 
containing a substitution of a peptide fragment of the self-protein with apeptide containing at 
least one imhiunodominant T-cell epitope which is foreign to the animal, wherein the peptide 
fragment coAesponds to the peptide contaimng at least one immunodominant T-cell epitope in 
amino acid length and comprises at least fifteen amino acids; 

jrhereby the modified self-protein elicits antibodies that are against the self- 
protein, earUer ^d in higher titres, in comparison to the self-protein conjugated to a carrier 
protein or peptide\ontaining T-cell epitopes, and B-ceU autotolerance to the self-protein is 
broken; or, 

e. the s^f-protein is normally autotolerated by the animal and there is normally B- 
cell autotolerance by the animal to the self-protein; and, 

the modified self-protein is modified, in comparison to the self-protein, by 
containing a substitutionVf a peptide fragment of the self-protein with a peptide containing at 
least one immunodominaiit T-cell epitope which is foreign to the animal, wherein the peptide 
fragment corresponds to thd peptide containing at least one immunodominant T-cell epitope in 
amino acid length and compkses at least 10 amino acids with said substitution preserving 
flanking regions comprising at least four amino acids on each side of the peptide fragment, 

whereby the moWfied self-protein eUcits antibodies that are against the self- 
protein, earUer and in higher titrVs, in comparison to the self-protein conjugated to a carrier 
protein or peptide containing T-cell epitopes, and B-cell autotolerance to the self-protein is 
broken; or, 

f. the self-protein is nomally autotolerated by the animal and there is normally B- 
cell autotolerance by the animal to theWlf-protein; and, 

the modified self-protein\s modified, in comparison to the self-protein, by 
containing a substitution of a peptide fra^ent of the self-protein with a peptide containing at 
least one immunodominant T-cell epitope which is foreign to the animal, wherein the peptide 
fragment corresponds to the peptide containing at least one immunodominant T-cell epitope in 
amino acid length and comprises at least 15 aniino acids with said substitution preserving 
flanking regions comprising at least four amino acids on each side of the peptide fragment, 

whereby the modified self-protein ^cits antibodies that are against the self- 
protein earher and in higher titres, in comparison to the self-protein conjugated to a carrier 

-8- 

00101401 



from < 2125880800 > at 12/9/02 2:09:13 PM [Eastern Standard Time] 



12/09/2002 13:58 FAX 212588080U 



FROMMER LAWRENCE & HAUG 



laoio 



674542-2004 
PATENT 
USSN 08/955,373 

proteifa or peptide containing T-cell epitopes; and B-cell autotolerance to the self-protein is 
broken\or, 

g. \ the self-protein is normally autotolerated by the animal and there is normally B- 
cell autotoVance by the animal to the self-protein; and, 

the modified self-protein is modified, in comparison to the self-protein, by being 
detoxified byVontaining a substitution of a peptide fragment of the self-protein with a peptide 
containing at l\ast one immunodominant T-cell epitope which is foreign to the animal, 

thereby the modified self-protein elicits antibodies that are against the self- 
protein, earUer a\d in higher titres, in comparison to the self-protem conjugated to a carrier 
protein or peptide\ontaining T-cell epitopes, and B-cell autotolerance to tiie self-protein is 
broken; or, 

h. the self-protein is normally autotolerated by the animal and there is normally B 
cell autotolerance by me animal to the self-protein; and, 

the modffied self-protein is modified, in comparison to the self-protein, by being 
detoxified by containing\ substitution of a peptide firagment of the self-protem witii a peptide 

Wodominant T-cell epitope which is foreign to the animal, and said 



Lg regions comprising at least four amino acids on each side of the 



containing at least one it 
substitution preserving fla 
peptide fragment; 

whereby the modified self-protein ehcits antibodies tiiat are against the self- 
protein, earlier and in higher titrk, in comparison to the self-protem conjugated to a carrier 
protein or peptide containing T-cdU epitopes, and B-cell autotolerance to the self-protein is 
broken; or, 

i. the self-protein is noflnally autotolerated by the animal and there is normally B- 
cell autotolerance by the animal to the self protein; and, 

the modified self-protein is modified, in comparison to the self-protein, by being 
detoxified by containing a substitution oV a peptide fragment of tiie self-protein with a peptide 
containing at least one immunodominant 1-cell epitope which is foreign to the animal, wherein 
said peptide containing at least one immunodoininant T-cell epitope comprises at least 10 amino 
acids and said substitution preserves flanking^egions comprising at least four amino acids on 
each side of the peptide fragment; 
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wkereby the modified self-protein eUcits antibodies that are against the self- 
piotein, earUer anXin higher titres, in comparison to the self-protein conjugated to a carrier 
protein or peptide c\ntaining T-cell epitopes, and B-ceU autotolerance to the self-protein is 

broken; or, 

j . the selLrotein is normally autotolerated by the animal and there is normally B- 
cell autotolerance by ttfc animal to the self-protein; and, 

the modified self-protein is modified, in comparison to the self-protein, by being 
detoxified by containing ^substitution of a peptide fragment of the self-prptein with a peptide 
containing at least one immunodominant T-cell epitope which is foreign to the animal, wherein 
the peptide containing at lealst one immunodominant T-cell epitope comprises at least 15 amino 
acids and said substitution pr\serves flanking regions comprising at least four amino acids on 
each side of the peptide fragment, 

whereby the mokfied self-protein elicits antibodies that are against the self- 
protein, earUer and in higher titrk in comparison to the self-protein conjugated to a carrier 
protein or peptide containing T-c^U epitopes, and B-cell autotolerance to the self-protein is 
broken. 

7 1 . (Amended) A method for breaking B-cell autotolerance in an animal to a self- 
protein of that animal, inducing antibody production in the animal against the self-protein of that 
animal, and eliciting an immune response in the animal which includes an MHC class H immune 
response as to an immunodominant T-cell epitope which is foreign to the animal and an 
autoantibody response in other MHC-haplotypes, comprising administering to the animal, an 
immunologically effective amount of at least one modified self-protein, wherein: 

the self-protein is normally autotolerated by the animal and there is normally B-cell 
autotolerance by the animal to the self-protein; and, 

the modified self-protein is modified, in comparison to the self-protein, by 
containing a substitution of a peptide fragment of the self-protein with a peptide containing the 
immunodominant T-cell epitope which is foreign to the animal, 

whereby the modified self-protein ehcits antibodies that are against the self- 
protein; and, the modified self-protein elicits an immune response in the animal which includes 
an MHC class 11 immune response as to the immunodominant T-cell epitope and an autoantibody 
response in other MHC-haplotypes, and B-cell autotolerance to the self-protein is broken. 
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73 . (Amended) The method of any one of claims 56-7 1 wherein the modified self- 
protein is a recombinant modified self-protein. 

74. (Amended) The method of any one of claims 56-7 1 wherein the self-protein is 
tumor necrosis factor alpha (TNF-a), tumor necrosis factor beta (TNF-p). gamma interferon (y- 
interferon), interleukin 1 (IL-1) or immune globulin (IgE). 



75. (Not Amended) The method of claim 73 wherein the self-protein is tumor 
necrosis factor alpha (TNF-a), tumor necrosis factor beta (TNF-P), gamma interferon (7- 
interferon), interleukin 1 (IL-1) or immune globulin (IgE). 



76. (Amended) The method of any one of claims 56-71 wherein the administering 
includes administering an adjuvant. ^ ^ ^ 



77. (Not Amended) The method of claim 76 wherein the adjuvant compnses 
calcium phosphate, saponin, quil A or a biodegradable polymer. 

78 . (Not Amended) The method of claim 73 wherein the administering includes 

an adjuvant. 

79. (Not Amended) The method of claim 75 wherein the administering includes 
an adjuvant. 

Please add the following new claims, without prejudice, without admission, without 
surrender of subject matt er, and without any intention of creating any estoppel as to equivalents: 

-80. (New) The method of claim 79 wherein ttie self-protein is tumor necrosis factor 
alpha (TNP-a). 

8 1 . (New) The method of claim 79 wherein the self-protein is tumor necrosis factor 
beta (TNF-P). 

82. (New) The method of claim 79 wherein the self-protein is gamma interferon (y- 
interferon). 

83 . (New) The method of claim 79 wherein the self-protein is interleukin 1 (IL- 1 ). 

84. (New) The method of claim 79 wherein the self-protein is immune globulin 
(IsE).- 



iX^ 

Please cancel claim 72, without prejudice, without admission, without surrender of 

subject matter, and without any intention of creating any estoppel as to equivalents. 
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